Bone metastases from renal cell carcinoma (RCC) are typically lytic, destructive, and resistant to treatment regimens. Current in vitro models for studying metastasis introduce artifacts that limit their usefulness. Many features of tumors growing in bone are lost when human RCC cells are cultured in two-dimensional (2D) on plastic substrata. 3D hydrogels composed of hyaluronan or modified hyaluronan have been previously shown to support the long term growth of bone metastatic PCa cells, including those from patient-derived xenografts. In this study, we examined whether 3D cultures of the human 786-O RCC subline derived from bone metastases in HAbased hydrogel would provide a useful model for studying treatment resistance in RCC. Questions/Purposes:
the in vivo characteristics of RCC bone metastasis including those gene products associated with hypervascularity and osteolysis. We propose to better characterize the phenotype of the RCC spheroids and to determine their suitability for pharmaceutical testing. The 3D model also provides a potentially higher fidelity means to study the mechanism of metastasis formation compared to 2D culture; and for identifying interventions strategies targeting the growth of metastases in bone.
